M/t>ll,1io 



Set 


Items 


Description 


SI 


53448 


HEPATITIS (W)C(W) VIRUS 


S2 


41890 


HCV 


S3 


2359226 


RECEPTOR? ? 


S4 


1959145 


ANTIBODY OR ANTIBODIES 


S5 


109 


24KD 


S6 


908 


24(W)KD 


S7 


559211 


MOLECULAR ( W ) WEIGHT 


S8 


153049 


MW 


S9 


132885 


TRANSMEMBRANE 


S10 


245 


PLASMA (W) CELL (W) MEMBRANE 


Sll 


10651 


AMMONIUM(W) (SULFATE OR SULPHATE) (W) PRECIPITATION 


S12 


6637 


HYDROPHOBIC (W) INTERACTION (W) CHROMATOGRAPHY 


S13 


2357 


ACETONE (5N) PRECIPITATION 


S14 


1823712 


THERAPEUTIC OR MEDICAMENT OR PHARMACEUTICAL 


S15 


63132 


SI OR S2 


S16 


995 


S5 OR S6 


S17 


687980 


S7 OR S8 


S18 


1378 


S15 AND S3 


S19 


0 


S18 AND S16 


S20 


0 


S15 AND S4 AND S16 


S21 


38 


S18 AND S9 


S22 


17 


S21 NOT PY>1996 


S23 


13 


RD (unique items) 


S24 


38807 


(SI OR S2) /TI 


S25 


998167 


S3/TI 


S26 


166 


S24 AND S25 


S27 


73 


S26 NOT PY>1996 


S28 


39 


RD (unique items) 


S29 


160 


S15 (3N) S3 


S30 


66 


S29 NOT PY>1996 


S31 


42 


RD (unique items) 


S32 


782 


S16 NOT PY>1996 


S33 


436 


RD (unique items) 


S34 


344 


CD81 


S35 


26 


CD(W) 81 


S36 


368 


S34 OR S35 


S37 


1 


S31 AND S36 


S38 


73 


S33 AND S3 


S39 


73 


S38 NOT PY>1996 


S40 


73 


RD (unique items) 


S41 


56 


S36 AND (VIRUS OR VIRAL) 


S42 


31 


RD (unique items) 


S43 


130 


S36 AND S3 


S44 


49 


S43 NOT PY>1996 


S45 


30 


RD (unique items) 


S46 


29 


S45 NOT S31 


S47 


161 


AU= 11 ABRI GNAN I S n OR AU= " ABRI GNAN I S . " OR AU="ABRIGNANI 




GIO" OR AU="ABRIGNANI, SERGIO" OR AU= ,, ABRIGNNAI SERGIO" 


S48 

9 


73 


RD (unique items) 



1, August 13, 1999, 12:36 



36/3,AB/ll (Item ll^ffom file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 1999 Dialog Corporation. All rts . reserv. 



09733973 99011351 
Binding of hepatitis C virus to CD81. 

Pileri P; Uematsu Y; Campagnoli S; Galli G; Falugi F; Petracca R; Weiner 
AJ; Houghton M; Rosa D; Grandi G; Abrignani S 

IRIS, Chiron, Siena 53100, Italy. 

Science (UNITED STATES) Oct 30 1998, 282 (5390) p938-41, ISSN 
0036-8075 Journal Code: UJ7 
Languages: ENGLISH 
Document type: JOURNAL ARTICLE 

Chronic hepatitis C virus (HCV) infection occurs in about 3 percent of 
the world's population and is a major cause of liver disease. HCV infection 
is also associated with cryoglobulinemia, a B lymphocyte proliferative 
disorder. Virus tropism is controversial, and the mechanisms of cell entry 
remain unknown. The HCV envelope protein E2 binds human CD81 , a 
tetraspanin expressed on various cell types including hepatocytes and B 
lymphocytes. Binding of E2 was mapped to the major extracellular loop of 
CD81 . Recombinant molecules containing this loop bound HCV and antibodies 
that neutralize HCV infection in vivo inhibited virus binding to CD81 in 
vitro. 
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ISSN: 0022-538X Publication date: 19990800 
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WASHINGTON, DC 20005-4171 
Language: English Document Type: ARTICLE (ABSTRACT AVAILABLE) 
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Is CD81 binding to hepatitis C virus a virus receptor? 
UEMATSU YASUSHI (1) 
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Jikken Igaku (Experimental Medicine) , 1999, VOL. 17, NO. 2, PAGE . 148-150, 

FIG. 2, REF.10 
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A quantitative test to estimate neutralizing antibodies to the hepatitis 
C virus: cytofluo rime trie assessment of envelope glycoprotein 2 binding to 
target cells . 

Rosa D; Campagnoli S; Moretto C; Guenzi E; Cousens L; Chin M; Dong C; 
Weiner AJ; Lau JY; Choo QL; Chien D; Pileri P; Houghton M; Abrignani S 

Chiron-Biocine, Immunobiology Research Institute of Siena (IRIS), Italy. 

Proc Natl Acad Sci USA (UNITED STATES) Mar 5 1996, 93 (5) pl759-63, 
ISSN 0027-8424 Journal Code: PV3 

Languages : ENGLI SH 

Document type: JOURNAL ARTICLE 

Hepatitis C virus (HCV) is a major cause of chronic hepatitis. The virus 
does not replicate efficiently in cell cultures, and it is therefore 
difficult to assess infection-neutralizing antibodies and to evaluate 
protective immunity in vitro. To study the binding of the HCV envelope to 
cell-surface receptors, we developed an assay to assess specific binding of 
recombinant envelope proteins to human cells and neutralization thereof. 
HCV recombinant envelope proteins expressed in various systems were 
incubated with human cells, and binding was assessed by flow cytometry 
using anti-envelope antibodies. Envelope glycoprotein 2 (E2) expressed in 
mammalian cells, but not in yeast or insect cells, binds human cells with 
high affinity (Kd approximately 10 (-8) M) . We then assessed antibodies able 
to neutralize E2 binding in the sera of both vaccinated and carrier 
chimpanzees, as well as in the sera of humans infected with various HCV 
genotypes. Vaccination with recombinant envelope proteins expressed in 
mammalian cells elicited high titers of neutralizing antibodies that 
correlated with protection from HCV challenge. HCV infection does not 
elicit neutralizing antibodies in most chimpanzees and humans, although low 
titers of neutralizing antibodies were detectable in a minority of 
infections. The ability to neutralize binding of E2 derived from the HCV-1 
genotype was equally distributed among sera from patients infected with HCV 
genotypes 1, 2, and 3, demonstrating that binding of E2 is partly 
independent of E2 hypervariable regions. However, a mouse monoclonal 
antibody raised against the E2 hypervariable region 1 can partially 
neutralize binding of E2, indicating that at least two neutralizing 
epitopes, one of which is hypervariable, should exist on the E2 protein. 
The neutralization-of-binding assay described will be useful to study 
protective immunity to HCV infection and for vaccine development. 
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Compartmentalization T lymphocytes to the sire of disease: 

intrahepatic CD4+ T cells specific for the protein NS4 of hepatitis C virus 
in patients with chronic hepatitis C. 

Minutello MA; Pileri P; Unutmaz D; Censini S; Kuo G; Houghton M; Brunetto 
MR; Bonino F; Abrignani S 

Immunobiology Research Institute, Siena, Italy. 

J Exp Med (UNITED STATES) Jul 1 1993, 178 (1) pl7-25, ISSN 0022-1007 
Journal Code: I2V 
Languages : ENGLISH 
Document type: JOURNAL ARTICLE 

The adult liver is an organ without constitutive lymphoid components. 
Therefore, any intrahepatic T cell found in chronic hepatitis should have 
migrated to the liver after infection and inflammation. Because of the 
little information available on the differences between intrahepatic and 
peripheral T cells, we used recombinant proteins of the hepatitis C virus 
(HCV) to establish specific T cell lines and clones from liver biopsies of 
patients with chronic hepatitis C and compared them with those present in 
peripheral blood mononuclear cells (PBMC) . We found that the protein 
nonstructural 4 (NS4) was able to stimulate CD4 + T cells isolated from 
liver biopsies, whereas with all the other HCV proteins we consistently 
failed to establish liver-derived T cell lines from 16 biopsies. We then 
compared NS4-specific T cell clones obtained on the same day from PBMC and 
liver of the same patient. We found that the 22 PBMC-derived T cell clones 
represent, at least, six distinct clonal populations that differ in major 
histocompatibility complex restriction and response to superantigens , 
whereas the 27 liver-derived T cell clones appear all identical, as further 
confirmed by cloning and sequencing of the T cell receptor (TCR) variable 
and hypervariable regions. Remarkably, none of the PBMC-derived clones has 
a TCR identical to the liver-derived clone, and even with polymerase chain 
reaction oligotyping we did not find the liver-derived clonotypic TCR 
transcript in the PBMC, indicating a preferential intrahepatic localization 
of these T cells. Functionally, the liver-derived T cells provided help for 
polyclonal immunoglobulin (Ig)A production by B cells in vitro that is 
10-fold more effective than that provided by the PBMC-derived clones, 
whereas there is no difference in the help provided for IgM and IgG 
production. Altogether these results demonstrate that the protein NS4 is 
highly immunogenic for intrahepatic CD4 + T cells primed by HCV in vivo, and 
that there can be compartmentalization of some NS4-specific CD4+ T cells to 
the liver of patients with chronic hepatitis C. 
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T-cell response to HCV in peripheral blood and liver and its correlation 
with protection and pathogenicity. 
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AUTHOR ADDRESS: (a) Immunobiol . Res. Inst. Siena, IRIS, 53100 Siena, Italy 

JOURNAL: Journal of Hepatology 17 (SUPPL. 1) :pS5-S6 1992 

CONFERENCE/MEETING: Third International Conference on Current Trends in 
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T-lymphocyte response to hepatitic C virus in different clinical courses 
of infection 

BOTARELLI P; BRUNETTO M R; MINUTELLO M A; CALVO P; UNUTMAZ D; WEINER A J; 
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Journal: Gastroenterology : (New York, NY. 1943), 1993, 104 (2) 580-587 
Language: English 

Background: To assess the role played by the immune response in the 
outcome of hepatitis C virus infection, the CD4 SUP + T-lymphocyte response 
to viral antigens was studied in infected individuals with different 
clinical courses. Methods: Using six recombinant proteins of hepatitis C 
virus, the study assessed the proliferative responses of peripheral blood 
mononuclear cells from 4 1 patients with chronic hepatitis C, 11 patients 
whose chronic hepatitis was successfully treated with interferon alfa and 
11 healthy HCV seropositive individuals 



48/3,AB/66 (Item 3 from file: 357) 

DIALOG (R) File 357:Derwent Biotechnology Abs 
(c) 1999 Derwent Publ Ltd. All rts. reserv. 

0210803 DBA Accession No. : 97-05924 PATENT 

New protein that binds specifically to hepatitis C virus protein- 

recombinant protein production with virucide activity and transgenic 
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PATENT NUMBER: WO 9709349 PATENT DATE: 970313 WPI ACCESSION NO. : 
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LANGUAGE: English 

ABSTRACT: A protein, having a mol.wt. of about 24,000 and capable of 
specifically binding to a protein of hepatitis C virus, or a functional 
equivalent variant or fragment, is claimed. Also claimed are: (a) a 
process for the preparation of a protein or a functionally equivalent 
variant or fragment, which involves culturing cells exhibiting binding 
to a hepatitis C virus protein, or using recombinant DNA methods; (b) a 
method for treating an hepatitis C virus infection, which involves 
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administering an efHctive amount of the protein to tire patient; (c) a 
pharmaceutical composition containing the protein in combination with a 
pharmaceutically acceptable carrier; (d) a transgenic non-human mammal, 
carrying a transgene encoding a protein or a functionally equivalent 
variant or fragment; and (e) a process for producing the transgenic 
animal, which involves introducing DNA encoding the protein, functional 
equivalent or fragment thereof into the embryo of a non-human mammal, 
preferably a mouse. Use of a transgenic mouse avoids the great expense 
of using chimpanzees, the only natural model for hepatitis C virus 
infection. (57pp) 
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